1
H and 13 C are reported in parts per million (ppm) downfield from tetramethylsilane. Spin multiplicities are described as s (singlet), bs (broad singlet), d (doublet), dd (double doublet), t (triplet), q (quartet), and m (multiplet). Coupling constant (J) values are reported in hertz (Hz).
HRMS were determined with Agilent QTOF mass spectrometer 6540 series instrument. Wherever required, column chromatography was performed using silica gel (60-120 or 100-200) or neutral alumina. The anhydrous reactions are carried under nitrogen positive pressure using freshly distilled solvents. All evaporation of solvents was carried out under reduced pressure on Heidolph rotary evaporator below 45 °C. *e-mail: shankarnbs@gmail.com, shankar@niperhyd.ac.in; lssantos@utalca.cl 134.4, 134.2, 132.3, 131.2, 127.1, 126.9, 123.7, 123.2, 49.7, 46.2, 38.9, 29.8, 27.8, 25.2, 21.8 ; IR (KBr) ν / cm -1 3145, 2924 , 1713 , 1697 , 1658 , 1384 , 1102 HRMS (ESI) 
______________________________

2-((1-(4-(1,3-Dioxo-1H-benzo[de]isoquinoline-2(3H)-yl)butyl)-1H-1,2,3-triazolo-4-yl)methyl)-1H-benzo[de]
isoquinoline-1,3(2H)-dione (6c) 164.0, 143.8, 134.2, 131.7, 131.3, 128.4, 127.3, 123.3, 122.7, 50.2, 39.9, 35.4, 27.5, 24.1; IR (KBr) 141.9, 138.8, 134.0, 131.3, 126.8, 124.0, 122.9, 122.2, 49.7, 39.0, 33.3, 27.7, 24.8; IR (KBr) 2-(4-(4-((2-Allyl-6-methoxyphenoxy)methyl)-1H-1,2,3-triazol-1-yl)butyl)-1H-benzo [de] 0, 149.3, 145.9, 144.5, 137.3, 134.0, 133.6, 131.5, 131.3, 128.0, 126.8, 122.8, 122.3, 120.4, 115.6, 114.4, 112.4, 63.2, 55.7, 49.7, 39.7, 39.1, 27.7, 25 .0; IR (KBr) ν / cm -1 3071, 2930, 1698, 1664, 1586, 1514, 1234, 1138, 780, 610 7, 144.9, 144.5, 133.6, 130.8, 128.6, 126.6, 122.3, 122.0, 121.1, 115.8, 110.7, 49.0, 46.6, 38.7, 27.5, 27.3, 24.5, 21.8; IR (KBr) ν / cm -1 3128, 2928 , 2357 , 1693 , 1651 , 1586 , 1112 HRMS (ESI) 8, 154.5, 153.2, 143.7, 133.6, 132.1, 131.2, 130.9, 127.8, 126.6, 122.2, 92.3, 62.1, 60.6, 55.7, 49.9, 39.4, 29.4, 27.0, 23.4 ; IR (KBr) ν / cm -1 3132, 2934, 1698, 1656, 1590, 1129, 1059, 779, 608 8, 149.3, 145.6, 144.0, 137.1, 133.6, 133.3, 131.2, 130.9, 127.9, 126.5, 122.3, 120.1, 115.3, 114.1, 111.9, 63.1, 55.6, 54.3, 49.8, 39.4, 30.4, 29.5, 27.0, 23.6; IR (KBr) 134.2, 131.7, 131.3, 128.4, 127, 123.3, 122.7, 50.2, 39.9, 35.4, 30.0, 27.5, 24 1, 145.1, 142.7, 134.4, 133.9, 132.2, 131.3, 126.9, 123.9, 123.2, 122.6, 122.3, 50.0, 39.7, 32.9, 29.6, 27.2, 23.9, 21.7 ; IR (KBr) ν / cm -1 3120, 2955, 2859, 2360, 1701, 1658, 1385, 1233, 1099, 779, 612 0, 133.9, 131.4, 131.1, 129.1, 127.0, 126.8, 122.7, 122.4, 121.1, 116.2, 111.1, 50.0, 49.5, 47.1, 39.7, 31.8, 27.9, 27.2, 23.8, 22.6 130.7, 128.3, 127.7, 127.4, 126.2, 122.0, 114.5, 61.7, 49.7, 39.3, 29.4, 26.8, 23.8 143.4, 134.6, 131.9, 131.5, 131.1, 127.4, 126.7, 122.3, 121.9, 116.4, 113.0, 61.8, 48.0, 37.1, 28.4; IR (KBr) 9, 149.1, 145.7, 144.1, 137.3, 134.0, 133.3, 131.1, 131.1, 127.9, 126.7, 122.7, 122.1, 63.2, 55.6, 48.1, 39.6, 37.4, 28 133.7, 131.9, 131.4, 130.1, 127.6, 127.7, 122.4, 121.9, 116.3, 113.4, 61.8, 48.5, 37 144.5, 133.9, 131.2, 128.8, 127.8, 126.8, 126.7, 122.5, 122.0, 121.3, 115.9, 110.8, 49.3, 47.9, 46.8, 37.2, 28.6, 22.0 157.0, 143.2, 134.0, 131.9, 131.2, 131.1, 127.8, 126.7, 122.7, 121.9, 116.3, 113.0, 61.8, 48.0, 37.1, 28.6 9, 164.3, 142.8, 134.3, 132.3, 131.8, 131.4, 128.2, 127.1, 123.6, 122.8, 50.4, 40.2, 33.3, 30.3, 27.9, 26.6, 26 163.5, 133.7, 133.5, 131.2, 131.1, 130.7, 127.8, 127.6, 126.5, 122.7, 122.2, 122.1, 49.9, 39.5, 35.0, 29.7, 27.3, 25.9, 25.6 8, 149.1, 145.6, 144.1, 137.2, 133.6, 133.3, 131.2, 130.8, 127.8, 126.5, 122.2, 120.1, 115.3, 114.0, 111.9, 63.1, 55.5, 49.9, 39.7, 39.4, 28.2, 27.7, 26.0, 25.7; IR (KBr) 2-(4-(4-((2-Allyl-6-methoxyphenoxy)methyl)-1H-1,2,3-triazol-1-yl)butyl)isoindoline-1,3-dione (7c) 
2-(4-(4-((
3,4-Dihydroquinolin-1(2H)-yl)methyl)-1H-1,2,3-triazol-1-yl)butyl)-1H-benzo[de]isoquinoline- 1,3(2H)-dione (6f)
2-(
5-(4-((1,3-Dioxo-1H-benzo[de]isoquinolin-2(3H)-yl)methyl)-1H-1,2,3-triazol-1-yl)pentyl)- 1H-benzo[de]isoquinoline-1,3(2H)-dione (6i)[M + H] + . 2-(5-(4-((5-Methyl-1,3-dioxoisoindolin-2-yl)methyl)-1H-1,2,3-triazol-1-yl)pentyl)- 1H-benzo[de]isoquinoline-1,3(2H)-dione (6j)
5-(4-((3,4-Dihydroquinolin-1(2H)-yl)methyl)-1H-1,2,3-triazol-1-yl)pentyl)-1H-benzo[de]isoquinoline- 1,3(2H)-dione (6k)
2-(5-(4-((4-Bromophenoxy
)methyl)-1H-1,2,3-triazol-1-yl)pentyl)-1H-benzo[de]isoquinoline-1,3(2H)-dione (6m)
2-(3-(4-((
1,3-Dioxoisoindolin-2-yl)methyl)-1H-1,2,3-triazol-1-yl)propyl)-1H-benzo[de]isoquinoline- 1,3(2H)-dione (6n)
2-Allyl-6-methoxyphenoxy)methyl)-1H-1,2,3-triazol-1-yl)propyl)-1H-benzo[de]isoquinoline- 1,3(2H)-dione (6o)+ . 6 2-(3-(4-((1,3-Dioxo-1H-benzo[de]isoquinolin-2(3H)-yl)methyl)-1H-1,2,3-triazol-1-yl)propyl)- 1H-benzo[de]isoquinoline-1,3(2H)-dione (6p)
3,4-Dihydroquinolin-1(2H)-yl)methyl)-1H-1,2,3-triazol-1-yl)propyl)-1H-benzo[de]isoquinoline- 1,3(2H)-dione (6q)[M + H] + . 2-(3-(4-(([1,1'-Biphenyl]-4-yloxy)methyl)-1H-1,2,3-triazol-1-yl)propyl)-1H-benzo[de]isoquinoline- 1,3(2H)-dione (6r)
2-(3-(4-((4-Bromophenoxy
)methyl)-1H-1,2,3-triazol-1-yl)propyl)-1H-benzo[de]isoquinoline-1,3(2H)-dione (6s)
2-((
1-(6-(1,3-Dioxo-1H-benzo[de]isoquinolin-2(3H)-yl)hexyl)-1H-1,2,3-triazol-4-yl)methyl)- 1H-benzo[de]isoquinoline-1,3(2H)-dione (6u)
2-(6-(4-((
2-Allyl-6-methoxyphenoxy)methyl)-1H-1,2,3-triazol-1-yl)hexyl)-1H-benzo[de]isoquinoline- 1,3(2H)-dione (6v)
3,4-Dihydroquinolin-1(2H)-yl)methyl)-1H-1,2,3-triazol-1-yl)hexyl)-1H-benzo[de]isoquinoline- 1,3(2H)-dione (6w)
2-(4-(4-((3,4-Dihydroquinolin-1(2H)-yl)methyl)-1H-1,2,3-triazol-1-yl)butyl)isoindoline-1,3-dione (7b)
Cell cultures
Cells were procured from National Centre for Cell Science (NCCS), Pune, India, and stocks were maintained in the sterile laboratory conditions. Breast (MCF-7), prostate (PC-3), lung (A549) and cervical incubator at 37 °C with 5% CO 2 and 90% relative humidity.
MTT assay
The anticancer activity was determined using MTT assay for all the new compounds.
1 × 10 4 cells per well were seeded in 100 µL respective media, supplemented with 10% FBS in each well of 96-well microculture plates and incubated at 37 °C, for 24 h in a CO 2 incubator. Compounds, diluted to the required concentrations in culture medium, were added to the wells with respective vehicle control. After 48 h of incubation, 100 µL MTT (3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyl tetrazolium bromide) (5 mg mL -1
) was added to all the plates and incubated for 4 h. Then, the supernatant from each well was carefully decanted, formazon crystals were dissolved in 100 µL of DMSO and absorbance was recorded at 570 nm wavelength.
Acridine orange-ethidium bromide (AO-EB) staining
A549 cells were plated at a concentration of 1 × 10 6 cell mL -1 and treated with different concentration of compound 6c. Plates were incubated in an atmosphere of 5% CO 2 at 37 °C for 48 h. 10 µL of fluorescent dyes containing acridine orange (AO) and ethidium bromide (EB) were added into each well in equal volumes (10 µg mL -1 ) respectively and, within 10 min, the cells were visualized under fluorescence microscope (Nikon, Inc., Japan) with excitation at 488 nm and emission at 550 nm at 200× magnification.
DAPI staining
Nuclear morphological changes were observed through DAPI staining. After treatment with 6c for 48 h in A549 cells, cells were washed with PBS and permeabilized with 0.1% Tween 20 for 10 min followed by staining with 1 µM DAPI. Control and treated cells were observed with fluorescence microscope (model:
Nikon, Japan) with excitation at 359 nm and emission at 461 nm using DAPI filter at 200× magnification.
Relative viscosity study
The 
Molecular docking
The DNA crystal structure has been retrieved from Protein Data Bank (PDB ID: 209D). Protein preparation tool was used for the preparation of the DNA hexamer. This adds up the missing atoms and removes peripheral water molecules with a distance of more than 3 Å from the pocket. The grid is generated by picking the active site where the co-crystal is located and grid box of 10 × 10 × 10 Å was generated using Glide 7.4
(Schrödinger 2017-1). The potent hybrid was sketched (6c, 6d and 6p) by using 2D sketcher and energy minimized then subjected to ligand preparation for generation of different conformers (Schrödinger 2017-1).
The different conformers thus generated were subjected to molecular docking with SP Glide 7.4 (Schrödinger 2017-1). The poses obtained were evaluated and the best ones were reported.
Copies of 1 H and 13 C NMR Figure S1 . 1 H NMR (300 MHz, CDCl 3 ) spectrum of compound 6a. 
